RESPONSE 

US. Applicarion No. 10/049.196 



- 2 - 



Amendments to the Claims; 



This Usting of claims will replace all prior versions and listings of claims in the application: 



Listing of Claims 



1. (Currently amended) A carboxylic acid amide compound of the following formula 




wherein 

one of th e groups m er-ii-denotes the number 0 and 
the oth e r group m or n denotes the number 1, 

Ar denotes a phenylene or naphthylene group optionally substituted by a fluorine, chlorine or 
bromine atom, by a trifluoromethyl, Ci-a-alkyl, hydroxy, Cio-alkoxy, phenyl-Ci.s-alkoxy, 
amino, Cio-alkylamino or di-(Cio-alkyl)-amino group, whilst the phenylene group optionally 
substituted by a second fluorine, chlorine or bromine atom or by a second Cio-alkyl group, 

a thicnylone, thiazolylono, p>Tidinylono, p>Timidinylen e , p>Tazinyl e nc or p>Tidazinylono 
group optionally substituted in the carbon Gkoloton by a C4 ^- Qlkyl group. 



Ri denotes a-G4- ^ alkyl group optionally substituted by an amino, C^ - ^ alkylamino, di (€ 4-^- 
allcyl) amino, phenyl, naphthyl, hotoroaryl or A to 7 m e mb e red oyoloalkyl e n e imino group, 
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a-€^ cycloallcyl group which is substitutod in the 1 position by a 5 to 7 momberod 
oycloalkyl e n e iminooarbonyl group, 

an amino, C t-^- alkylamino, C #-? cycloalkylamino or phenyl d - ^ - alkylamino group which may 
in oaoh caso b e substitut e d at th e amino nitrog e n atom by a bonzoyl or phonylsulphonyl group 
or by a C ^-^- alkyl or C ^, ^ alkyicarbonyl group optionally substitutod in the C4 ~^ alkyl moi e ty 
by a carboxy group, 

n to or 76 momb efed pvrrolidine or oiperdine cvcloalkyl e nciminocarbonyl or 
cycloalkylonoiminosulphonyl group optionally substituted by a Ci-3-alkyl group, 

an ominosulphonyl group optionally substitut e d by on e or two €4^ alkyl groups, 

a ph e nyl group optionally substituted by a fluorine, chlorino or bromine atom, by a 
trifluoromcthyl, aminosulphonyl, C 4^- alkyl or C- t-^- alkoxy group, which may additionally be 
substitutod by a fluorine, chlorin e or bromine atom or by a trifluoromothyl, C:^ alkyl or C^ - 
aUcoxy group, 

etrG ^ alkoxy, ph e nyl allcoxy, hotoroar>1oxy or hoteroar>1oxy C4 -^ alkoxy group wh e r e in 
tho alkoxy moiety may b e substituted in the 2 or 3 position in each case by an amino, C. ^^- 
allcylamino or di (C4 - ^ allcyl) amino group, 

ar€g- ? - cycloallcoxy group, whilst th e m e thyl e n e group in th e 3 or 4 position in a 

Gsjy . cycloalkoxy group may bo replac e d by on NH group, and said NH group may b e 

optionally substitut e d 

by-arG4 ^ alkyl group whioh may bo substituted in tho 2 or 3 position by an amino, C^ -^- 
alkylamino or di (€4 ^ allcyl) amino group, by a C4^ - alkylcarbonyl, arylcarbonyl or 
arylsulphonyl group or 
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by on ominooarbonyl, €4 - ^ alkylaminocorbonyl or di (€4^ allc>d) aminocarbonyl group, 
vvhoroin in e ach oaso tho oxygen atom of the oorbonyl group Ig roplac e d by an imino 
group, 

R2 denotes a hydrogen, fluorine, chlorine or bromine atom, a Ci.3-alkyl, hydroxy or C1.3- 
alkoxy group, 

R3 denotes a hydrogen atom or a Ci.3-alkyl group, 

R4 denotes a hydrogen atom or a Ci.3-alkyl group optionally substituted by a carboxy group 
and 

R5 denotes a cyano group or an amidino group optionally substituted by one or two Ci-3-alkyl 
groups, 

said heteroaryl groups is consisting of a 5-membered heteroaryl group optionally substituted 
by a Ci.3-alkyl group which contains in the heteroaromatic moiety, 

an imino group optionally substituted by a Ci.3-alkyl group, or an oxygen or sulphur 
atom, 

an imino group optionally substituted by a Ci.3-alkyl group and an oxygen, sulphur or 
nitrogen atom, 

an imino group optionally substituted by a C|.3-alkyl group and two nitrogen atoms or 

an oxygen or sulphur atom and two nitrogen atoms, 

or a 6-membered heteroarylene group optionally substituted by a Ci.3-alkyl group which 
contains one or two nitrogen atoms in the heteroaromatic moiety, 
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the carboxv groups mentioned in the definition of the abovementioned groups may be 
replaced by a group which may be converted into a carboxv group in vivo or by a group which 
is negatively charged under physiological conditions or 

the amino and imino groups mentioned in the definition of the abovementioned groups may 
be replaced by a group which may be cleaved in vivo. 

wherein said group which may be converted into a carboxv group is selected from the list 
consisting of: a hvdroxmethvl group, a carboxv group esterified with an alcohol wherein the 
alcoholic moiety preferably denotes a C r^ -alkanoL a phenvl-C i ^-alkanoL a Cr^-cvcloalkanoL 
whilst a Cs -« -cvcloalkanol may additionally be substituted by one or two C ui -alkvl groups, a 
C ^-cvcloalkanol wherein a methylene group in the 3 or 4 position is replaced by an oxygen 
atom or by an imino group optionally substituted by a C i ^-alkvl phenvl-C K ^-alkyl, phenyl- 
CK ^-alkoxvcarbonvl or C^ -i ^-alkanovl group and the cvcloalkanol moiety may additionally be 
substituted by one or two C u ^-alkvl groups, a C A-7 -cycloalkenoK a Cj -^ -alkenoK a phenvl- 
Cj-^-alkenoL a Cv s -alkynol or phenvl-Cr^-alkvnoK with the proviso that no bond to the 
oxygen atom starts from a carbon atom which carries a double or triple bond, a 
Cr^-cvcloalkvl-C u ^-alkanoL a bicycloalkanol having a total of 8 to 10 carbon atoms which 
may additionally be substituted by one or two C i- ^-alkyl groups in the bicvcloalkvl moiety, a 
l,3-dihydro-3-oxo-l-isobenzfuranoi or an alcohol of formula 

R^-CO-O-fRKCR^VOH. 

and wherein 

R^ denotes a CKR-alkvL C^ jy -cvcloalkvl. phenyl or phenyl- C u ^-alkvl group. 

denotes a hydrogen atom, a C|^-alkvL C5-7-cvcloalkvl or phenyl group and 
R^ denotes a hydrogen atom or a C i-j -alkvl group. 
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said group that is negatively charged under physiological conditions is selected from the list 
consisting of: a tetrazoI-5-vL phenvlcarbonvlaminocarbonyl 

trifluoromethvlcarbonvlaminocarbonvL C r ^-alkvlsulphonylamino, phenylsulphonylamino, 
benzylsulphonvlamino, trifluoromethvlsulphonvlamino. C K^ -alkylsulphonylaminocarbonvL 
phenylsulphonvlaminocarbonyl, benzylsulphonvlaminocarbonvl or perfluoro- 
Cr^-alkvlsulphonvlaminocarbonvl group, and 

said amino and imino groups are replaced by a group that may be cleaved in vivo selected 
from the group consisting of hydroxy group, an acyl group such as a benzoyl group optionally 
mono- or disubstituted by fluorine, chlorine, bromine or iodine atoms or by C u^ -alkyl or 
C i-^-alkoxy groups, vyhilst the substituents may be identical or different, a pyridinoyl group or 
a Ci-ift -alkanoyl group such as the formvl, acetyl, propionvl, butanoyl, pentanovl or hexanovl 
group, a 3,3,3-trichloropropionyl or allvloxycarbonyl group, a Ci-ifi-alkoxycarbonyl or 
Ci-i/;-alkvlcarbonvloxy group wherein hydrogen atoms may be v^holly or partially replaced by 
fluorine or chlorine atoms, such as the methoxvcarbonvl, ethoxycarbonyl, propoxvcarbonyl, 
isopropoxvcarbonvl, butoxycarbonvL tert. butoxycarbonyl, pentoxvcarbonyl, hexoxycar- 
bonvl, octvloxycarbonyl, nonvloxvcarbonyl, decvloxvcarbonyl, undecyloxycarbonyl, 
dodecvloxvcarbonvl, hexadecvloxvcarbonvL methvlcarbonyloxv, ethylcarbonyloxy, 2,2,2-tri- 
chloroethylcarbonyloxv, propylcarbonvloxv, isopropylcarbonvloxy, butylcarbonvloxy, 
tert.butvlcarbonvloxy, pentylcarbonyloxy, hexylcarbonyloxy, octylcarbonyloxv, 
nonvlcarbonvloxv, decvlcarbonvloxv. xmdecvlcarbonvloxv, dodecvlcarbonvloxy or 
hexadecvlcarbonvloxv group, a phenvl-C|^-aIkoxvcarbonvl group such as the 
benzvloxvcarbonvl. phenylethoxvcarbonvl or phenvlpropoxvcarbonvl group, a 3-amino- 
propionvl group wherein the amino group may be mono or disubstituted by C ufi-alkvl or 
Cii£ ^-cvcloalkvl groups and the substituents may be identical or different, a 
Cu^-alkvlsulphonvl-Cr ^ -alkoxvcarbonvl, C Kj -alkoxv-CT - ^'alkoxv-C^ -A -alkoxvcarbonvl, Ra- 
CO-0-fRhCR.VO-CO, C i ^-alkvl-CO-NH-fR^CR.VO>CO or Ci^-alkvl-CO-O-fRdCID- 
fRdCRgVO-CO group wherein to are as hereinbefore defined, 

Rh and Rg> which may be identical or different, denote hydrogen atoms or C i ^-alkvl groups. 
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an isomer or salt thereof. 

2. (Currently amended) The compound of formula I according to claim 1 wherein 

on e of th e groups m oF^i-denotes the number 0 and 
the oth e r group m or n denotes the number 1, 

Ar denotes a phenylene group optionally substituted by a fluorine, chlorine or bromine atom 
or by a methyl, hydroxy, methoxy or benzyloxy group, which may be substituted by another 
methyl group, 

Ri denotes a ph e nyl group optionally substitut e d by a fluorin e , chlorine or bromine atom or 
by a trifluorom e thyl, aminoGulphonyl, €4 - ^ alkyl or C .^^ alkoxy group, which may 
additionally b e s ubstitut e d by a fluorine, chlorin e or bromin e atom or by a trifluorom e thyl, 
G4^- alkyl or C^ - ^ alkoxy group, 

a m e thyl group substituted by a dim e thylamino, pyrrolidino or imidazolyl group, wherein the 
imidazolyl moiety may bo substituted by a methyl group, 

an amino, C ^-^- allcylamino, oyclop e ntylamino or bcnzylamino group which may be substitut e d 
at the amino nitrogen atom by a carboxy C j-a alkyl, C4 ~ ^ - alkoxycarbonyl €4^ alkyl, carboxy 
€4 ^ alkylcarbonyl or allcoxyoarbonyl C- t- a allcylcarbonyl group, 

a benzoylamino or ph e nylsulphonylamino group, 

a oyclopropyl group which is substituted in th e 1 position by a 5 to 7 memb e r e d 
oyoloalkylonoiminocorbonyl group, 

an optionally methyl-substituted pyrrolidinocarbonyl7_or piperidinocarbonylj 
pyrrolidinosulphonyl or piperidinosulphonyl group. 
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BrG ^ allcoxy group whoroin the alkoxy moioty in tho 2 or 3 position may bo oubotituted in 
e ach cas e by an amino, C .^ ^ allcylamino or di (C^ alkyl) amino group, 

a phenyl C^^ - alkoxy or pyridinyloxy group, 

BrG^ cycloalkox>^ group wherein th e methylen e group in the 3 or 4 position may be replaced 
by an ^IH group, whilst the NH group may bo substitut e d 

by a C4^ - alkyl or alkanoyl group, 

by-a-G^-^- alkanoyl or aminocarbonyl group wherein in each cas e the oxygen atom of th e 
carbonyl group is replaced by an imino group, 

R2 denotes a hydrogen, fluorine, chlorine or bromine atom, a methyl, hydroxy or methoxy 
group, 

R3 denotes a hydrogen atom or a methyl group, 

R4 denotes a hydrogen atom or a methyl or ethyl group optionally substituted by a carboxy or 
Ci.3-alkoxycarbonyl group and 

R5 denotes a cyano group or an amidino group optionally substituted by a 
Ci.6-alkoxycarbonyl or benzoyl group, 

or an isomers or salt thereof. 

3. (Currently amended) The compounds of formula I according to claim 1, wherein 

one of th e groups m ^^iMlenotes the number 0 and 
the oth e r group m or n denotes the number 1, 
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Ar denotes a phenylene group optionally substituted by a methyl, hydroxy, methoxy or 
benzyloxy group, 

Ri denotes a ph e nyl group optionally substitut e d by a fluorin e , chlorine or bromine atom or 
by a trifluoromethyl, aminosulphonyl, C 4-^ alkyl or alkoxy group, which may 
additionally be substitut e d by a fluorine, chlorine or bromine atom or by a trifluoromethyl, 
€4- ^ - alkyl or C 4 ^ - alkoxy group, 

a cyclopropyl group which is substitut e d in the 1 position by a 5 to 7 mombor e d 
cycloalkylonoiminooarbonyl group, or a 1 to 7 momber e d cycloallcyleneiminocarbonyl 

an optionally methyl-substituted pyrrolidinocarbonyl^^ piperidinocarbonyl er 
pyrrolidinoGulphonyl group, 

R2 denotes a hydrogen, fluorine, chlorine or bromine atom or a methyl group, 
R3 denotes a hydrogen atom or a methyl group, 

R4 denotes a hydrogen atom or a methyl or ethyl group substituted by a carboxy, 
methoxycarbonyl or ethoxycarbonyl group and 

R5 denotes an amidino group optionally substituted by a Ci-e-alkoxycarbonyl or benzoyl 
group, 

or an isomer or salt thereof. 

4. (Currently amended) A compound of the formula I according to claim 1 selected from 
the following compoxmds: 
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(a) 2-(5-carbamimidoyl-2-hydroxy-phenyl)-N-[3-rnethyl-4-(pyrrolidin- 1 -yl-carbonyl)- 
pheny 1] -acetamide, 

(b) 2-f 3-carbamimidovl-phenvlVN-[3-methvl-4-(pvrrolidin- 1 -vl-carbonvlVphenvl1- 
acetamide, 

(c) 2-f5-carbamimidovl>2~hvdroxv-phenvlVN-methvl-N-r3-methvl-4-(pvrrolidin-l-vl- 
carbonvD-phenvll -acetamide. 

(d) 2-f 5-carbamimidovl-2-benzvloxv-phenvlVN-methvl-N-[3-methvl-4-fpvrrolidin- 1 -vl- 
carbonvn-phenvll -acetamide, 

(e) 2-(5-carbamimidovl-2-hvdroxv-phenvD-N-[3-methvl-4-(N-(3-ethoxvcarbonvl-propionvlV 
N-cvclopentvl-aminoVphenvll-acetamide, 

( f) 2-(5-carbamimidovl-2-hvdroxv-phenvlVN-[2.5-dimethvl-4-(pvrrolidin- 1 -vl-carbonvlV 
phen vll -acetamide, 

(g) 2-f5-carbamimidovl-2-hvdroxv-phenvn-N-r3-methvl-4-(piperidin-l-vl-carbonvn-phenvl1- 
acetamide. 

(h) 2-f 5-carbamimidovl-2-hvdroxv-phenvn-N-r3-methvl-4-(2-methvl-pvrrolidin- 1 -vl- 
carbonvlVphenvn-acetamide, 

(bi) 2-(2-benzyloxy-5-carbamimidoyl-phenyl)-N-(2-ethoxycarbonyl-ethyl)-N-[3-methyl-4- 
(pyrrolidin- 1 -yl-carbonyl)-phenyl]-acetamide, 

(ej) 2-(2-hydroxy-5-carbamimidoyl-phenyl)-N-(2-ethoxycarbonylethyl)-N-[3-methyl-4- 
(pyrrolidin- 1 -yl-carbonyl)-phenyl]-acetamide ? and 
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{4k) 2-(2-hydroxy-5-carbamimidoyl-phenyl)-N-(2-carboxy-ethyl)-N-[3-methyl-4-(p^ 

1- yl-carbonyl)-phenyl]-acetamide, 

(o) 2 (5 carbamimidoyl 2 hydroxy phenyl) N [3 mothyl ^ (piporidin 1 yl carbonyl) phonyl] 
acotamido and 

(f) 2 (5 carbamimidoyl 2 hydroxy ph e nyl) N [3 mothyl 4 (2 aminosulphonyl ph e nyl) 
phenyl] acotamide, 

wherein the amidino group may additionally be substituted by a Ci.6-alkoxycarbonyl or 
benzoyl group, and the salts thereof. 

5. (Previously amended) A compound of formula I according to claim 1 as follows: 

2- (5-Carbamimidoyl-2-hydroxy-phenyl)-N-[3-methyl-4-(pyrrolidin-l-yl-carbonyl)-phenyl]- 
acetamide and the salts thereof. 

6.. (Previously amended) A pharmaceutical composition comprisinfg a compound 
according to claim 1 or a physiologically acceptable salt thereof according to claims 1 
wherein R$ is an amidino group optionally substituted by one or two Ci.3-alkyl groups. 

7. (Previously amended) Pharmaceutical compositions containing a compound according 
to claim 1, wherein R5 is an amidino group optionally substituted by one or two Ci-3-alkyl 
groups. 

8. (Previously amended) A method of treating a patient in need of a pharmaceutical 
composition having an antithrombotic activity or factor Xa inhibiting activity by 
administering to said patient a therapeutically effective amount of a component according to 
claim 1 wherein R5 is an amidino group optionally substituted by one or two Cio-alkyl 
groups. 

9. (Previously cancelled) 
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10. (Previously cancelled) 

11. (Cancelled) 

12. (Cancelled) 

13. (Previously amended) A method of treating a patient in need of a pharmaceutical 
composition having an antithrombotic activity or factor Xa inhibiting activity by 
administering to said patient a therapeutically effective amount of a component according to 
claim 6. 

14. (Previously amended) Pharmaceutical compositions containing a compound according 
to a salt of claim 6 optionally together with one or more inert carriers and/or diluents. 

15. (Cancelled) 

16. (Cancelled) 

1 7 . (New) A compound of the formula I according to claim 1 selected from the following 
compoimds: 

( a) 2-( 5-carbamimidovl-2-hvdroxv-DhenvlVN-[3 -methvl-4>(pvrroUdin- 1 -vl-carbonvO- 
phenvl")-acetamide, 

fb) 2-f 3-carbamimidovl-phenvn-N-["3-methvl-4-f pvrrolidin- 1 -vl-carbonvlVphenvn- 
acetamide, 

(c) 2-f5-carbamimidovl-2-hvdroxV"phenvn-N-methvl-N-[3-methvl-4-(pvrrolidin-l-vl- 
carbonvn-phenvll-acetamide. 
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(d) 2-(5-carbamimidovl-2-ben2^^1oxv-phenvlVN-methvl-N-[3-methvl-4-(pvr^ 
carbon vn-phenvll -acetamide, 

(e) 2-( 5-carbamimidovl-2-hvdroxv-phenvlVN-[3-methvl>4-fl^-0-ethoxvcarbonvl-propionvD^ 
N-cvclopentvl-amino)-phenvl]-acetamide, 

(f) 2-( 5-carbamimidovl-2-hvdroxv-phenvlVN-r2>5-dimethvl-4-(pviTolidin- 1 -vl-carbonvlV 
phenvl]-acetamide. 

( g) 2-(5-carbamimidovl-2"hvdroxv-phenvlVN-r3-niethvl-4-(piperidin- 1 -vl-carbonvlVphenvl]- 
acetamide and 

(h) 2-( 5 -carbaminiidovl-2-hvdroxv-phenvlVN-r3>methvl-4-(2-methvl"P vrrolidin- 1 -vl- 
carbonvn-phenvll-acetamide, 

(i) 2-(2-benzvloxv-5-carbamimidovl-phenvn'N"(2-ethoxvcarbonvl-ethvn-N-r3-methvl-4- 
fpvrrolidin- 1 -vl-carbonvlVphenvl]-acetamide> 

fi) 2-(2-hvdroxV'5-carbamimidovl'phenvn-N-(2-ethoxvcarbonviethvn-N-r3-methvl-4- 
f pvrrolidin- 1 -vl-carbonvD-phenvll-acetamide, 

fk) 2-(2-hvdroxv-5-carbaniimidovl-phenvlVN-(2-carboxv-ethviVN-[3-methvl-4-(pvrroIidin-^ 
vl-carbonvn-phenvl1-acetamide> 

rn 2>f5-fN-benzovl-carbaniimidovlV2-hvdroxV"Phenvl]-N-[3-methvl-4-f pvrrolidin- 1 -vl- 
carbonvn-phenvll-acetamide, 

(m) 2-r5>flSf-n-hexvloxvcarbonvl-carbamimidovlV2-hvdroxv-phenvn-N-['3-methvl-4- 
(pvrrolidin- 1 -vl-carbonvn-phenvl]-acetamide. 
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(n) 2-r5-rN-ben20vl-carbamimidovlV2-methoxv-phenvl1-N-r3-methvl-4-(pvrrolidin^ 
carbonvn-phenvn-acetamide> 

(o) 2-r5'flS[-n-hexvloxvcarbonvl-carbamimidovD'2-methoxv-phenvl]-N'r3"methvl-4- 
(pvrrolidin" 1 - vl-carbonvD-phenvH-acetamide. 

(p) 2-[5-(T^-ethvloxvcarbonvl-carbamimidovl)-2-methoxv-phenvl]-N-f3-methvl-4-(pvrroU 
l-vl-carbonvn-phenvl]-acetamide, 

( q) 2-[5-(>f-hvdroxv-carbamimidovn-2-hvdroxV'phenvl1-N-[3'methvl-4-(pvrrolidi 1 -vl> 
carbonvlVphenvl'l-acetainide. 

(r) 2-r5-flS[-hvdroxv-carbamimidovlV2-methoxv-phenvl1'N-r3-methvl-4-(pviTolM^ 
carbonvn-phenvlVacetamide, 

an isomer or salt thereof. 



